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RECEIVED 



From the INTERNATIONAL SEARCHING AUTHORITY 


m 2 3 2005 PCT 

LY AND C(y.QPSIWfT«ON OF TRANSMITTAL OF 
=>atenl iJitliilWirEHNATIONAL SEARCH REPORT AND 
THE WRITTEN OPINION OF THE INTERNATIONAL 
SEARCHING AUTHORITY, OR THE DECLARATION 

(PCT Rule 44.1) 
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ELI LILLY AND COMPANY y ELI LI 
Attn. Apelgren, Lynn D.i/ 
P.O. Box 6288 

Indianapolis, IN 46206-6288 
UNITED STATES OF AMERICA 


Date of mailing 

Iday/monmfyBBf) 19/05/2005 


Applicanf s or agenf s fUe reference 
X16455 


FOR FURTHER ACTION See paragraphs 1 and 4 below 


InternatJonaJ application No, 
PCT/US2005/000023 


IntematlonaJ filing date 

l<i3v/monthJyeaT) 19/01/2OO5 


Applicant 

ELI LILLY AND COMPANY 



1 . [3 The applicant is hereby notified that the international search report and the written opinion of the International Searching 

Authority have been established and are transmitted herewith. 

Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the international Application (see Rule 46): 
When? The time limit for filing such amendments is normally 2 months from the date of transmittal of the 
International Search Report; however, for more details, see the notes on the accompanying sheet. 

Where? Directly to the International Bureau of WlPO, 34 chem in des Colom be ttes 

121 1 Geneva 20. Switzerland, Fascimlte No.: (41-22) 740.14.35 
For more detailed instructions, see the notes on the accompanying sheet. 

2. The applicant is hereby notified that no international search report will be established and that the declaration under 
^Article 17(2)(a) to that effect and the written opinion of the International Searching Authority are transmitted herewith. 

3. Q With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that: 

□ 
□ 



the protest together with the decision thereon has been transmitted to the International Bureau together with the 
applicant's request to fonvard the texts of both the protest and the decision thereon to the designated Offices, 
no decision has been made yet on the protest; the applicant will t>e notified as soon as a decision is made. 



4. Reminders 

Shortly after the expiration of 18 months from the priority date, the international application will be published by the 
International Bureau. If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the International 
application, or of the priority daim, must reach the international Bureau as provided in Rules 90^.1 and 90&«5.3, respectively, 
before the completion of the technical preparations for international publication. 

The applicant may submit comments on an informal basis on the written opinion of the International Searching Authority to the 
International Bureau. The \x\Xexna.Vior\a\ Bureau wifl send a copy of such ooxxmBTMs to all designated Offices unless an 
international preliminary examination report has been or is to be established. These comments would also be made available to 
the public but not before the expiration of 30 months from the priority date. 

Within 19 months from the priority date, but only in respect of some designated Offices, a demand for international preliminary 
examination must be filed if the applicant wishes to postpone the entry into the national phase until 30 months from the priority 
date (in some Offices even later); otherwise, the applicant must, within 20 months from the priority date, perform the prescrit>ed 
acts for entry into the national phase before those designated Offices. 

In respect of other designated Offices, the time limit of 30 months (or later) will apply even if no demand is filed within 19 
months. 

See the Annex to Form PCT/IB/301 and, for details about the applicable time limits. Office by Office, see the PCT Applicanf s 
Guide, Volume II. National Chapters and the WlPO Internet site. 





Name and mailing address of the International Searching Authority 

^ European Patent Office, P.B. 5818 Patentlaan 2 
Jm NL-2280 HV Rijswijk 
Qfff Tel. (+31-70) 340-2040. Tx. 31 651 epo nl, 

^ Fax: (+31-70) 340-3016 


Authorized officer 

Arne Nielsen-Hannerup 
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(See notes on accompanying sheet) 



NOTES TO FORM PCT/ISA/220 



These Notes are intended to give the basic ratrudions concemtng the fifing of amendments under article 19. The 
Notes are based on the reqtjirements of the Patent Cooperation Treaty, the Regulations and the Ac^tntstrative Instructions 
under that Treaty In case of discrepancy between these Notes and those requirements, the tatter are applicable. For more 
detailed information, see also the PCT Applicant's Guide, a publication of WIPO. 

In these Notes, "Article*, *Rule*, and 'Section* refer to theprovisiona of the PCT, the PCT Regulations and the PCT 
Admintttrative Instmctions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The appticarrt has, after having received the international search report, one opportunity to amend the claims of the 
international applicaiion. It stiould however be emphasized that, smce all parts of the international application (claims, 
description and drawings) may be amended during the international preliminary examination procedure, there is usually 
no need to file amendments of the claims under Article 19 except where, e g. the appftcant wants the latter to be publbhed 
for the purposes of provisional protcttlion or has another reason for amending the claims before international pbutication. 
Furthermore, It should bB emphasized that provisional protection is available in some States only. 



What parts of the Intematloiuri application may be amended? 

Urtder Article 1 9, only the claims may be amended 

During the international phase, the claims may also be amended (or further amended) under Article 34 before 
the International Preliminary Examining Authority. The description and cfrawtngs may only be amended under 
Article 34 before the International Examining Authority. 

Upon entry into the national phase, all parts of the international application may be amended under Article 26 
or, wttere appiicatile. Article 41 . 



When? Within 2 months from the date of transmittal of the international search report or 1 6 mortths from the priority 

date, whichever time limit expires later. H should be rrated, however, that the amendmertte will be considered 
as having been received on time if they are received by the International Bureau after the expiration of the 
applicable time limit tuit before the completion of the technical preparations for international publiealfon 
(Rule 46.1). 



Where not to file the amendmenta? 

The amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46.2). 

Where a demand for international preliminary examination has been As filed, see befow. 



How? Either by eanoetling one or more entire claims, by adding one or more new claims or by amencfing the text of 

one or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed 

All the claims appearing on a replacement sheet must be numksered in Arabic numerals. Where a claim is 
cancelled, no renumbering of the other claims is required. In all cases where claims are renumbered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments muat be made In the language In which the International application la to be published. 



What documents must/may accompany the amendmenta? 
Letter (SecUon 205(b)): 

The amendments must tie sutimitted with a letter. 

The letter will not be published with the international application and the amended claims. It should not be 
confused with the 'Statement under Article 1 9(1)' (see below, under 'Statement under Article 19(1)*). 

The letter must be In English or French, at the choice of the applicant. However, If the language of the 
International application Is English, the letter must be In English; if the language of the International application 
Is French* the letter must l»e In French. 
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NOTES TO FORM PCT/iSA/220 (continued) 



The letter must indicale the differences behween the ciaims as filed and the claims as amended, (t must, in 
paiticuter, incficate, in connection with each claim appeanng in the international application fit being undefBtood 
that identical imfications concerning several claims may be grouped),wtiether 

(O the datm is unchanged; 

00 ttte claim is cancelled; 

(iii) the claim is new; 

(n) the claim replaces one or more claims as filed; 

(v) the claim is the result of the division of a claim as filed. 



The following examples Ittuslrate the manner In which amendments must be explained In the 
acocmipanytng letter: 

1 . [Where originally there were 46 claims and after amendment off some claims there are 51 ]: 
*Ctatms 1 to 29, 31 , 32, 34, 35, 37 to 48 replaced by amended claims bearing the same numkwrs; 
daims 30, 33 and 36 unchanged; new claims 49 to 51 added * 

2. [Where origtnatly there were 1 5 claims and after amendment of all daims there are 11]: 
'Ctaims 1 to 15 rsplaoed by amended daims 1 to 1 1 .* 

3. (Where originally there were 1 4 daims and the amendments consist in cancelling some daims and in adding 
now claims]: 

"Claims 1 to 6 and 14 unchanged; daims 7 to 1 3 cancelled; new daims 1 5, 16 and 17 added." or 
"Claims 7 to 13 cancelled; new claims 15, 16 ond 17 added; all other claims unchanged * 

4. [Where various kinds of amendments are made]: 

'Claims 1 -1 0 unchanged; daims 1 1 to 1 3, 18 and 19 cancelled; claims 1 4, 1 5 and 1 6 replaced by amended 
daim 14; claim 17 subdivided into amended daims 15, 16 and 17; new daims 20 and 21 added." 



"-Statement under article 19(1)** (Rule 46.4) 

The amendments may be accompanied by a statement explaining the amendments arKi indicating any impact 
that such amendments might have on the descnption and the drawings (which carmd be amended under 
Artide19(1)). 

The statement will be published with the intemationd application and the amended claims, 
n must Iw In the language in which the International apppllcatlon la to be putillshed. 

K must be Ivief, not exoeeding 500 words if in English or if translated into ErtgKsh. 

It should not be confused with and does not replace the letter indicating the differences between the claims 
as filed and as amended It must be filed on a separate sheet and must k>e identified as such t>y a heading, 
preferat>ly by using the words "Statement under Article 19(1).* 

tt may not contain any disparaging comments on the international search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a given daim, contained in the international search 
report may be made only in oormection with an amendment of that daim. 



Consequence H a demarKi for International preHmlftary examination lias airaady l»een filed 

If, at ttie time of filing any amendments under Article 1 9, a demand for international preliminary examination 
has already been submitted, the applicant must preferat>ly, at the same time of filing the amendments with the 
International Bureau, also file a copy of such amendments with the International Preliminary Exarmning 
Authority (see Rule 612.2(a). first sentence) 



Consequence with regard to translation of the intemational application for entry Into the natkmai phase 

The applicanrs attention is drawn to the fact that, where upon entry into the national phase, a translation of the 
daims as amended under Article 1 9 may have to be furnished to the designated/islected Offices, instead of, or 
in addition to, the translation of the daims as fHad. 

For further details on tlie requirements of each designated/elected Office, see Volume II of the PCT Applicant's 
Guide. 
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PATENT COOPERATION TREATY 

PCT 



INTERNATIONAL SEARCH REPORT 

(PCT Anide 18 and Rules 43 and 44) 



Appilcanf 6 or agenrs fjie refarence 
XX64S5 


FOR FURTHER ^ pCT/iSA/2a) 

ACTION ^ wnere applicable, tern 5 below. 


International application No. 


International filing date (day/month/year) 


(Earliest) Prionty Data (day/month/year) 


PCT/US200S/000023 


19/01/2005 


26/01/2004 


Applicant 






EJLI LILLY AND COMPAIJY 







This intarnaiionai Search Report haa been prepared by this internalional Searching Aumont/ and Is transmKted to tt>e applicant 
according to Article 18. A copy is being trensmlneo to the Intemationat Bureau. 



Thts International Search Report consists of a total of. 



, sheets. 



[x} It Is also accompanied by a copy or each prior art document dted In this report. 



1 . Baslfi of the report 

a. with regard to the language, the rnternntlonai search was carried out on the baste of the IntemationaJ application In the 
language in which it was filed, unless otherwise indicated under this item. 

I I The international search was carried out on the basis of a translation of the international application furnished to 
this Authority (Rule 23.1(b)). 

b. Jxj With regard to any nucleodde and/or amino acid sequence disclosed in the International application, see Box No. I. 
fx] Certain claims were found unsearchable (See Box II) 
[ I Unity of invention is tacking (see Box III). 



2. 
3, 



4. With regard to the title, 

I I the text is approved as submined by the applicant 
[3cl the text been established by this Authonty to read as touows: 
USE OF FGF-21 AMD A TH1A20L1D1NEDI0ME FOR TREATING TYPE 2 DIABETSS 



>. With regard to the abstract, 

fx] the text is approved as submitted by the applicant 

I 1 the text has been established, according to Rule 38.2(b). by this Authority as It appears In Box No. IV. Tne applicant 
may. within one month from the cate of mailing of this inteniatronal search repon, submit comments to this Aumonty. 

I With regard to the drawings, 

a. the figure of the drawings to be published with the abstract is Figure No. 

Cn AS suggested by the applicant. 

I I as selected by this Authority, because the applicant fa/led to suggest a figure. 
Q as selected by this Authority, because this figure better characterizes the Invention. 

b. Q none of the figures is to be published with the abstract. 

I ____ 

Form PCT/iSA/210 (first sheet) (January 200*) 



INTERNATIONAL SEARCH REPORT 



intemaUonai application No. 
PCT/US200S/000023 



Box No. I Nucfeotide ami/or amino acid sequenc«(s) (Continuation of item 1.b of the first sheet) 



t . WtO^ regard to any nucleotide and/or amir^ acid sequence disclosed in me international eppUcation and neoessarv to the claimed 
Invention, the international searcti was carried out on tne basis of: 

a. type of matartal 

|X I a sequence itstino 

I 1 table(s) related to the sequence lining 

b. fomiat of nfiaterial 

|x I in written tormat 

I I In computer readable form 

c. ome of ftang/fumishlng 

contained In tne intemabonaJ application as fifed 
I J filed together wHh the internaGonal application In computer readable form 
I I furnished subsequently to this Authority for the purpose of search 



□ 



In addition, in ihe case chat more than one version or copy of a sequence listing and/or table relating thereto has been filed 
or fumisned. the required statements that the information in the subsequent or addiuonai copies is identical to that In the 
appiicaiton as Hied or does not go beyond the application as filed, as appropriate, were furnished. 



Additional comments: 



Form PCTyi8A/2lO (continuation of first ^eet(i)) (Jarujary 2004) 



INTERNATIONAL SEARCH REPORT 



intemflilonaJ AppQcdtlon No 

PCT/US2005/000023 



A. CLASSIFiC/tTION OF SUBJECT MATTER 

IPC 7 A61K38/18 A61K31/443 A61P3/10 



According to inseimitoneJ Pateni Ctassifcailon (IPC) or lo both naiiona! dasjif teal ion and IPC 



B. nCLDS SEARCHED 



Minimum coeumeniafion searcned (dassiricaUon system loooweo by ctassificaiion symbols) 
IPC 7 A61K 



Oocumemaiion sea/chad omcr than minimum documeniauon lo the extent mat such oocumenis m ^ludod in the rislds searched 



Electronic oaia base consulted during iho internal lonal searcri (name of data Dase and. where pracifeal, search terms used) 

EPO-Internal , WPI Data, PAO, EMBASE, BIOSIS, CHEW ABS Data 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category " Cdalion or document, wtlh tndioalion. whern appropriate, ol the retovani passasea 



Relevant to datm No. 



y us 6 329 403 Bl (ODAKA HIROYUKI ET AL) 
11 December 2001 (2001-12-11) 

^US 6 046 202 A (ANTONUCCI ET AL) 
4 April 2000 (2000-04-04) 

\MQ 03/011213 A (ELI LILLY AND COMPANY; 
GLASEBROOK, ANDREW, LAWRENCE; HAMMOND. 
LISA, JA) 13 February 2003 (2003-02-13) 
cited in the application 



□ 



Further doeumems are listed in >he conilnuollon or dox C. 



Patent family members are lested In annex. 



' Special caiegoriee oi a'ted documents : 

A' doci/meni denning the general state of the art which is not 
considered to be of panlcular relevance 

*E' eartier document bul published on or anor the international 
filing date 

V document which rnay throw doubts on priority da)m(S) or 
which is cited to establish the publicaflon date of anoinor 
diaiion or oinar spectal reason (as specified) 

O* document roterring to an oral disdosura. use. eKhibbionor 
othor means 

P* document published prior lo the imemaiionei fifing date but 
later than the phonty dale claimed 



*T' later document pubhshed after the imemationaMUmg date 
or pnoray date and not in conflict with the application but 
cited to understand the prinople or theory undertylng the 
invention 

document Of panlcular relevanee: the Claimed invention 
oannoi be oonsidereo novel or cannot be considered to 
invoivd an inventive step when the document £ ia)cen alone 
*Y* document or particular relevance, the claimed invention 
cannoi be considered to invohre an inventive step when the 
document is combined wftn one or more other such docu- 
ments, such combination being obvious lo a person sMued 
in ihe art 

document member d the same patent family 



Date of the actual oompletion of the iniornational search 



10 May 2005 



Date of mailing of the iniemalbnal search report 



19/05/2005 



Name and mailing address of the ISA 

European Patent Ortice. P B 5818 Palenitaan 2 
NL-2280HVRiiswijlc 
Tel (*3i-70) 340-2CMO. Tx. 3i 651 eponl. 
Fax. (+31-70)340-3016 



Autnontedofiicer 



Ourrenberger , A 
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international applicaiion No. 



PCT/US20Q5/000023 
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Box II Observations where certain ciaims were found unsearchable (Continuation of item 2 of first sheet) 



This Iniernafionai Search Repon has not been established in respecl of certain claims under Artrcie I7(2)(a) tor ihe tollowlng reasons: 



1. [xj Claims Wos,: 

because they relate lo subject matter not required to be searched by this Authority, namefy: 

Although claims 1-8 are directed to a method of treatment of tl 

human/animal body, the search has been carried out and based on the alleged 
effects of the compound/composition. 

2. []] ClaJmsNos.; 

because they relate u> parts ol the imernaiionai Application that do not comply with the preecrtt>ed requirements to such 
an extent that no meaningful International Search can be carried out. specifically: 



because they are dependent claims and are not drafted In accordance with the second and third sentences of Rule 6.4(a). 



Box III Observations where unity of invention Is tacking (Continuation of item 3 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows* 



1 • I ^ 3li required addJoonal search fees were ilmely paid by the applicant, this International Search Report covers all 
'—J searchable claims. 



As an searchable dalms could be searched without eflon justifying an additional fee. this Authority did not invite payment 
ofany additional fee. 



I I A6 only some of ihe required additional search lees were Umeiy paid by the appJicant. this international Search Report 
' — ' covers only those claims for which fees were paid, specifically claims Nos.: 



r~] No required additional search fees were timely paid by the applicant. Consequenfly, this intemaiional Search Report is 
restricted to the Invention first menuoned in the daims: it is covered by claims Nos.: 




Remark on Protest 





No protest accompanied the payment ol additional search fees. 
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AU 
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EP 
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PATENT COOPERATION TREATY 



-From the 

INTERNATIONAL SEARCHING AUTHORITY 



To: 

see form PCT»SAC20 


PCT 

WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 

(PCT Rule 436/S.1) 


Date of mailing 

(dayAnonth^ear) see foim PCT^SAi2 1 0 (second sheet) 


Applicant's or agent's file reference 

see form PCT/1SA>220 


FOR FURTHER ACTION 

See paragraph 2 below 


International application No 
PCTAJS2005yD00023 


International filing date (dayAvonthJ^ear) 
19.01.2005 


Pnonty date (day/mon^ear) 
26.01 .2004 


Internatonal Patent Classification (IPC) or both national classification and IPC 
A61K38/18, A61K31/443. A61P3/10 


Applicant 

ELI LILLY AND COMPANY 



1. This opinion contains indications relating to the following items: 





Box No, 


1 




Box No. 


11 




Box No. 


III 


□ 


Box No. 


IV 


SI 


Box No. 


V 


□ 


Box No. 


VI 


□ 


Box No. 


vn 1 


□ 


Box No. 


VIII ( 



Basts of the opinion 
Pnorrty 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 435/s.l (a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 
Certain observations on the international application 

2. FURTHER ACTION 

If a demand for international preliminary examination Is made, this opinion will usually be considered to be a 
written opinion of the International Preliminary Examining Authority ("IPEA"). However, this does not apply where 
the applicant chooses an Authority other than this one to be the IPEA and the chosen IPEA has notifed the 
International Bureau under Rule 66 1d/s(b) that written opinions of this International Searching Authority 
will not be so considered. 

If this opinion is, as provided above, considered to be a written opinion of the IPEA, the applicant is invited to 
submit to the IPEA a written reply together, where appropriate, with amendments, before the expiration of three 
months from the date of mailing of Form PGT/1SA/220 or before the expiration of 22 months from the priority date, 
whichever expires later. 

For further options, see Form PCT4SA220. 

3. For further details, see notes to Form PCT/ISA^20. 



Name and mailing address of the ISA 



European Patent Office 
D-80298 Munich 

Tel +49 89 2399 - 0 Tx. 523656 epmu d 
Fax +49 89 2399 - 4465 



Authorized Officer 

Ourrenberger, A 

Telephone No +49 89 2399-8432 



J) 
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107587138 

WRITTEN OPINION OF THE International application No. 

INTERNATIONAL SEARCHING AUTHORITY PCT/US2005/000023 

tAP20Rec^GPCT/PTQ 21 JUL 2006 

Box No. I Basis of the opinion 

1. With regard to the language, this opinion has been established on the basis of the international application in 
the language in which it was filed, unless otherwise indicated under this item. 

□ This opinion has been established on the basis of a translation from'ihe original language into the following 
language , which is the language of a translation furnished for the purposes of international search 
(under Rules 12.3 and 23.1(b)). 

2. With regard to any nucleotide and/or amino acid sequence disclosed in the international application and 
necessary to the claimed invention, this opinion has been established on the basis of: 

a. type of matenal: 

IS a sequence listing 

□ table(s) related to the sequence listing 

b. format of material: 

ISI in written format 

□ in computer readable form 

c. time of filing^urnishing: 

S contained in the international application as filed. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority for the purposes of search. 



3. □ In addition, in the case that more than one version or copy of a sequence listing and^r table relating thereto 

has been filed or furnished, the required statements that the information in the subsequent or additional 
copies is identical to that in the application as filed or does not go beyond the application as filed, as 
appropriate, were furnished. 

4. Additional comments: 



Box No. II Priority 



1 . ^ The validity of the priority claim has not been considered because the International Searching Authority 

does not have in its possession a copy of the earlier application whose priority has been claimed or, where 
required, a translation of that earlier application. This opinion has nevertheless been established on the 
assumption that the relevant date (Rules 43£>/s.1 and 64.1 ) is the claimed priority date. 

2. □ This opinion has been established as if no priority had been claimed due to the fact that the priority claim 

has been found invalid (Rules 43f>/s.1 and 64.1). Thus for the purposes of this opinion, the international 
filing date indicated above is considered to be the relevant date. 

3. Additional observations, if necessary: 
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Box No. Ill Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to t>e non 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 
la claims Nos. 1-8 

because: 

Q the said international application, or the said claims Nos. 1 -8 relate to the following subject matter which 
does not require an international preliminary examination (specify): 

see separate sheet 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so 
unclear that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the whole application or for said claims Nos, 

□ the nucleotide and^br amino acid sequence listing does not comply with the standard provided for in Annex 
C of the Administrative Instructions in that: 

the written form □ has not been furnished 

□ does not comply with the standard 
the computer readable form □ has not been furnished 

□ does not comply with the standard 

□ the tables related to the nucleotide and>br ammo acid sequence listing, if in computer readable form only, do 
not comply with the technical requirements provided for in Annex C-bis of the Administrative Instructions. 

□ See separate sheet for further details 
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Box No. V Reasoned statement under Rule 43l)/s.1 (a)(i) with regard to novelty, inventive step or 
industrial appiicabiiity; citations and explanations supporting such statement 

1. Statement 



Novelty (N) 


Yes: 


Claims 


1-8 




No: 


Claims 




Inventive step (IS) 


Yes: 


Claims 


1-8 




No: 


Claims 




Industrial applicability (lA) 


Yes: 


Claims 






No: 


Claims 


see separate sheet 



2. Citations and explanations 
see separate sheet 
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Concerning section III 



iAP20Rec'dPCT/PTO 21 JUL 2006 



Claims 1-8 relate to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of these claims (Article 
34(4)(a)(l) PCT). 



Concerning section V 

1 . The following documents are referred to; the numbering will be adhered to in the rest 
of the procedure: 

D1 : US-B1-6 329 403 (ODAKA HIROYUKI ET AL) 1 1 December 2001 (2001-12-1 1) 
D2: US-A-6 046 202 (ANTONUCCI ET AL) 4 April 2000 (2000-04-04) 
D3: WO 03/01 1 21 3 A (ELI LILLY AND COMPANY; GLASEBROOK, ANDREW. 
LAWRENCE; HAMMOND, LISA. JA) 13 February 2003 (2003-02-13) 

Unless indicated othenA/ise reference is made to the relevant passages emphasized 
in the search report. 

2. None of the available prior art disclose the combined use of FGF-21 and a 
thiazolidinedione for treating type 2 diabetes, hence the subject-matter of claims 1 to 
8 is novel. 

3. The closest prior art is D1 which discloses the combined use of a thiazolidinedione 
and an anorectic for the treatment of type 2 diabetes, without side effects. 

The application differs from D1 by the combination of FGF-21 instead of an anorectic 
with a thiazolidinedione. 

The problem of the application is to provide an alternative treatment for type 2 
diabetes, the solution being the combination of FGF-21 and a thiazolidinedione. The 
technical effect observed is a synergistic anti-diabetic effect (examples 1 -3). 

Nothing in D1 points to the replacement of an anorectic by another agent, in 
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particular an agent with distinct pharmacotherapeutic effects. The skilled person is 
thus not inclined to replace the anorectic agent of D1 by FGF-21 disclosed in D3. 
In addition, a synergistic effect could not be foreseen, hence the skilled person would 
not have combined FGF-21 disclosed alone in D3 with a thiazolidinedione disclosed 
alone in D2, for the treatment of type 2 diabetes. 

Hence the subject-matter of claims 1-8 is inventive. 

3. For the assessment of the present claims 1 -8 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims to 
the use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a compound 
for the manufacture of a medicament for a new medical treatment. 
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